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Efficacious preparations for intravenous administration containing ginsenoside Kbi or its salt which are useful as vascular 
regeneration/reconstruction promoters and nerve tissue secondary degeneration inhibitors. These preparations are useful particularly in 
regenerating and reconstructing the cerebrovascular network after cerebral stroke and inhibiting nerve tissue secondary degeneration. 
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m n s 

#f&ffl^ BSftflL tt&iBiixtt#ttiEtt©*ftc .tsasau iKtt«^ 

5ttfittl*Xti:ffli*B«©SSfc: «fca£JS©^|» % J&gXfcfc?S$ffl©giil§J&$l 

tH-rs, ^^-fe^-^-f hr b i* u < tt*©ftafs«ixtt*n 

e>©ifi*^# LT»4Jliig©S*Xa:B*SI©{g3t x Xtt^iJ^^FDit-f r 
©7#h-->^XIi7# h -S':*«HIIBJE&»jI:£ *a fcto©E3)llfll«»fcH* 

h a $it, #««PJtt. #e»*XI±W««»©«l.ftt:ik*-rs^|B N iff L< 

ttisa©/^©^^* xaniHBftiiM^ u < \*m$mm&mMzmmt z 

tz tb z> v - b' <b-&Va t lt <d is > -k ; y- j h* r b ,xii* ©ftttMfflfl&ffl i:It 

%> o 

tu^Hm^s 4« (KJtoBBS) ©tS*fiSH\ ASM (J3Bifo& • MM®) • flgajifo • 

Lft^nHWAbawffi^iL'c e.na^©3&«att-cjfe*o £ £ x. a lfa t 
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#e»x BT ©AN B*«f o*S (Btt& • Bifo& • B&& •■BfflJh • £ tITtfi 
lb • -»ttB*Jfo»ftO ©fflflSHfe-fx K*1»*««! LfcfcStoft*«#fc:a 

B# + ©JS*-CHfifcft3©tt±iB©c:i: < SttWH* D Tttfti^o fci:*.. 
jfe6Si*'atte«»SI©«#t: J: D, -WfWfcBBB (^yrBBfcSfc) &3 

Ti±iii»ti^BBB*4ii'SBB#a^K£ra^fi&tt#fcao t*u stt^a 
BM©s£^s«s^CE3i-r3M»fc«i:iki:*eM. #*ni5i&iij£fi& (mc 

nfrwcttwt-*. mc AWfrxmmtz tu c A£tt-e£#£*iT^*gis{i <r 

ft ditto® (ischemic core) (DW^MBit M C A #i?g3il U 4 t> , T 

*^>*C«5Et:» D BMMtfJBfifcSft*©-^ n*45I*ti^ir*iJlli 
*i&S©BBI«**lc5 - i:l±*-fm#fcir>4:#*.*>ft*. ftfc. iP¥10-3 
65560 ^&tfPCT/JP99/02550 ( ry>^yy->fHRblA»e> 
&*Ba£Xtt#£tt£fta*9j ) T-KM Lit r i: < . #iP!B*"tl±x **n- 
S'* («JE) iittUft D BlfcHJifT-r 3 tt £«!£©%& rflgfflio7# h--> 

— *x stifoSIJiiaas (ischemic penumbra) T (2 M C A # 6 © JfilM&l6# £ o fc 

R*&*B»Kffl&B8*»e> ©Jliitt&t&jPfc*©^* PI gp©# ^^flg(i MCA* 
^il^Lli?. < l±«5E©ttBTf£$T^3 &nTbi. fc-*>3A,fa©? 

©&JliLjfeJ52I& (ischemic penumbra) © * it d C i; * *tBT? & * &s 
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^-r^ais^w vx^%mm$ifcT-#mmMK (r**tt) ^cd, 

hzzx. ^>t;t^ h'Rb ittTIB«i§5Si ( 1 ) 




( 1 ) 



HO 



- 3 - 



1NSDOCID: <WO_0O48608A1 J_> 



WO 00/48608 PCT/JP99/06804 

ti%<b&<toX& !K ^V-byt-f KRbi{i^H?> (Shibata S., et al., 
Economic and medicinal plant research, World Scientific, Philadelphia, 
pp 217-284, 1985) & £fc £ •} fi)91ffl|llt$i 3 o 

«>*>-by-y->f KRbittiS#ISffffli:bT*©RErtfi4t:«fcDc:ii*T!»S# 
#<Z)^#$B££ ixT £fc A 5 (Yoshimura H. et al., Eur. J. Pharmacol., 146, 
291-287, 1988) , •£ Oft 1)10 C o \± i tz < ffi W £ tlX V* & ^ 0 * 

i^tt i o - 8 Mi(p e> i o - 7 m t ^ -5 is it y h r g .£ fcfi >-fe y -y- 

^ H R b ,#7-fe*-;n3 U >$1iftmMm*fe&ib U T)\>v;\j 
?f 1~ qTt!s14 S C 2: a £ ftT & # (^E^ffF : USA, 5, 137, 8 
7 8f : Composition and method for treatment of senile dementia) n T-fef - 
;m U >j9JBS©^s^^>!) s t;1/^/n^ ^ - #1 © ± g i?r H, T- & 3 £(iH<^ii^0-e. 

y>t;t^f K R b ii) ! 7-fef f3 U > ^£ ttiMIia <D £ M "f 6 S frx t 

v>-fey-9-^ K R b i©#l£«IB««ftJ8£oi*TfcU (R**x ffl 

*) # > -fe y -if- -f H R b .0S^^^^g^{t^*-C(i^ii:^^:*S¥H^^^^T^ f ^^l:^^ 

fco *8W£?> (fig*, ffl*) iiinj-ey>%yt>f h* r b itfttfttt&ftgft 

fc. C OJMifa^ v^l/MTIi, KSS 3 7"C taiftl/fettJiT! 3^HiP6 5 

c a i mwnmmm (T-fefw^m) #^£fl&HL 

SBfla^E ^ o ) s mn*i<DZWfimmi&t>&Ttbz.£ifiiim2tix^z (wen 

T.-C. et al., Acta Neuropathol . , 91, 15-22, 1996) „ -f&£>*^ 

1 A (Be*) tiu ^ ©J£|g|*]£& 6 bfty >-b J +M H 

Rb, (1 0mg/kg/a$tli20mg/kg/B, X:>-*X^©&fi£i&7 
0gi:UXi5<t^0. 7mg/Blf;l±l. 4mg/0) £ 1 H *@ 1 S1I8I&A 
lTi5<i:, 5aH9®&£lbjKifiL3tSBr£ J; 4 S#ettgaiB5Ei:3*SfTlbM 

- 4 - 

BNSDOCID: <WO 004860SA1 I > 



WO 00/48608 PCT/JP99/06804 

ti%> Z t *mW Ltz (Wen T.-C. et al., Acta Neuropathol. , 9 

i, 15-22, 1996) „ l*>l&#?>> 5 fimt> % ^t± 3 ftmo&mmmihmMmm 

tt, ?>tyif^ KRb ifcfcErtfcitALT t)®%\*frc>titi:fi>^tz (Wen T. 
-C. et al., Acta Neuropathol., 91, 15-22, 1996; Lim J.-H. et al., Neuros 
ci. Res., 28, 191-200, 1997) „ '&r>T, Z © l$£ T* Jfcffi (HIE F*3 ) &4£ftfc 

fflE©«td«t*« (IBM) «4(Cft;tT* S>>-fe>'"»Ml s Rbi&3&ia&* 

&nmffl®Kt¥WfiMmmi) i w±ztiz> z mw%*> (br** a*) c«t 

DIBS$iit^5 (Lim J.-H. et al., Neurosci. Res., 28, 191-200, 1997) 0 

**>Cx m^^^^&Msssim (sh-sp) ^ y r ©^^ngi&M&s^ 

(MCA) *Xiltr^ (BaM5yhfcL< li§a§&^ y b ) fcfcl^T 
Mbi*MCA*^R|gltJ;DHSrtA}|8aAt4i:, 

(IR^ ffl*) JiaEWLfc (Zhang B. et al., J. Stroke Cerebrovasc. Dis., 
7, 1-9, 1998) o 

ffc&ffl£ft&^C h hlilSIt;: (Sakanaka M. et al., Proc. Natl. Acad. Sci. U 
SA, 95, 4635-4640, 1998; Wen T.-C. et al., J. Exp. Med., 188, 635-649, 1 
998), tztz.V>-k;VJ KRb,is«^rt^©*««#-C»iR**L"r*«-*F 

^>t;ifn'Rb dirt) &-$tz£2>w&fflmum<'iF m®* 

A-XAtO^T, #&BJj#6 (BR*, ffltfi) fcU ^n*"C tfiiSfi (1-10 
Ofg/ml) 0|*#tft^bft«|*CiXUTt<l: t tFD*J/^5 

6 3 i: £fg£ l/T l> -5 (Lim J.-H. et al., Neurosci. Res., 28, 191-200, 199 
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7; Zhang B. et al., J. Stroke Cerebrovasc. Dis., 7, 1-9, 1998) „ 

V >-fe J Y R b i#b Y o Vjj)l*ffi£t £ Z t C <fc t) x IBB 

!8©;§®Hbflgff £M'J>i£ Jg*#gffllB£fi&B-r**<z>i:!!£:jjgj; DftifflLT 

1 0-3 6 5 5 6 0 t, PCT/JP 9 9/0 2 5 5 0 , l^nii ry>t;it 
-f KRb 1 ^e>*^li«Bflax{i#fiifflIfla«l^|j ) uaiflLfc. :<Dffgi:oi> 

£ £ ^ (0. l i~i Ug/mi) ©^>^;t^ Bb.i^;^^ 

>&®nmm i &*&m> L-CW&MMjZZ^mt % Z t (Kim Y.-C, et al., J. 
Neurosci. Res., 53, 426-432, 1998) „ Uii 500/zM ( 5 5 0 /i g/m 

i ) ^^stgci'^tyt'f KR b P -i'zmw&mi&w.z^ffit % 

Bim&ft&Z Z b (mfyftiWb. The Ginseng Review, 24, 61-65, 1998; B5- 
fiB^ The Ginseng Review, 25, 44-50, 1998) #J£*H§£-e £ ftT V> 3 

mmmw ; y r b A±*&w%t> mn>) ©ig#n&fc < fctui < & 

T Lfc#*I$*{£ffl£^£ftV>c: i: #*iJW It t>3 (Lim J.-H. et al., Neuros 
ci. Res., 28, 191-200, 1997; Zhang B. et al., J. Stroke Cerebrovasc. Di 
s., 7, 1-9, 1998) o 

L^*. Z(D£o tiSilft©^ >-tr y HRb . £ £&*fi*&F<3 ©M^&T- IS 

^t*^l«y>t;it^ KRb i*4*C«-¥1-4Ci:tt^qIfi6tfe5. £HSU 
c*i£T©#$gBjj#£> (B*tK ffl*) ©Hg&££3lfr 6 fcx i^ffl«© ^ >-fe ^ if* 
h'Rb h^T'iJ-f Lfc*f£ Ll^SI • &tg * fc 6 £ ft lr* d i:#¥«BJiL 

TV* 3 (Zhang B. et al . , J. Stroke Cerebrovasc. Dis., 7, 1-9, 1998) e 

%w%<b&, is^-tyy-j y r b itz&zm&mm&mftmo* t>-xkmw. 

Bto£*J©affcft3&tt • *JfflRTBii©$6W*BJiL-t* filly>t;f^ HR 
bi©»|?SBIlg5E«l±^)^*Cin^T-Bfle>^lcL-C#t (ftB¥ 1 0 — 3 6 5 5 6 
PCT/JP99/02550, ^-fft&ry^-ty-tJ-'fKRblfr^ft 
SMflaXG:#MBS#M8<J j ) o ^©*S3I, >-te y+M HRb.tflf g/m 
lifUOOf g/ml fc^-5 1ft#fcS*#ft^ttBft«"T!, SB fig HP S«J it ^ 
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-5 Z t £ EHJ Ltzo 

tt£t>ib, v >-t j y-j k r b i itmwx-m-(D^^yf- k&©b c i - x L % 

mm&M-C&Z c tifi^m^titzo £ fc, l 0 Of g/mlclg-eiittfrl: 
v >-fe y Itf KRb .©$$fcflgff£fi£WfrJ3&3lti# htitz ifi, **i<fcO*<£^ii 

mffi^Mt &t&s ttat>%vy± J KRb • & liffl AS !&£©>§$ ft HI g£ 

StCkifCCIflJLt^i (^i¥l 0- 3 6 5 5 6 Of, PCT/JP9 
9/02550, l^rii* ry>ty^^ KRbl & ft & KMJBXttftgfflfi 
ftSjH j ) o 

<t o saMKPS* ci t *&tix ^tzw&mmtps -r&t>fc anna was* 
ffl£&^x®&x&tztzmHmii i mm-r z>nim&wn^o ztz, 
^r*^** 1-3 ±3 nx^a t) i?>*sy- 

*«W#e>ttx >-fe y tf-f KRb J; D , &riillJ52Z9 (isc 

hemic penumbra) C £ » % Jfli WIS ©114* X. VfHHfc £ <£M f -5 C i: £ Jlffi L* 

% W © BH re 
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**„ J: t) ftHCttx ^ K R b ,e L < li^©Jt£^*f It ft * BAg 

hceiS*tHT*5. 16 1 B©&«tt* *IH«rK*^Hll« 2 »B©*S*T 

AW (•) ttftf«SLfc7f bOtO-C»!)» SAW (O) tt^ttrfcx Sit 
Jg?[c©^£&-^ Lfc tffl-Cfc •) x IHftfll (■) tt 5? > -t ; 4 h*Rb.£6//g 
/BS^bfc^CT-fe!). 6H*?EP (□) ttyy-fe^t-f FRb.4 6O/ig/0 
g#Lt*©tfe5. &i>\ f-^lime a n s ± S E ~C B.tH£ ti~C & D N tttf 
#?#r&&ANOVA + F i s he r©PL SDCiS. 

Stt^^^1-0T-fc2»o &£x r-^limeans+SEt^/TicfhTiiOv Sit 
lt«ffi£liMann-Whitney Uf^hfcii. 

$6 situ <i^iHo taf>v tzAM$i (Dt&mmmja. (tub 
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i&tlO&CK B #£«&J£7k&-^]fiii&^©&tfK Ci ! y>t; •y-'f K R b . (6 
A^Slt^^fe^^t'fe D> Btfi'^-fey'it'f KRbi (60/zg/B) 



- 8/1 - 



INSDOCID: <WO_0048608A1_I_> 
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1M FRbi (1 2 /zg/B, 6 0 # g / B ) e#7-n®BBBX37 ( scor 
e) ^^"t~o 

Mtm+Zo & *)&miz&, *&w&. ttgiiiK©£ft£ j:*ttJifflii©-& 

Xtt*ttlB«l©»«K: J; ftjRiao^lWx 4fl.KX(;*ftflU8©|g&llj£«lcH-r 
ff^Xlifffca^fciifeffl* Xlit'J3f>KDf^ h©7tfh-^XXIi7tf 

» £ u < ttM**a©«jiiLeis£ • ftffimovzmm, wmwu®- 

#*tt©W±ffl* X(±. t 'J 3f > h'Ot'f h©7#h— v^XliTtfl v' ^ 

©«JiffcflU U < ttH#*£©KJfiiM£ • fS«£*«iI*-a#flK xia* 

$ €> V J K R b U < {±*©ttaHm$Xli**i?>©ig 

SS£ LTft*liiie©S£Xtti?«!l5*CE£$tt* fcto©E^tflfi*#K 

mwxizfttiamMm&f&Ms 4*iit&ttx<i$iiiBia©*ft© 

ifcs #&WJi. $; > -fe y iJ- -f KR b iXtt*©fta8*##£fflttXfcl:#«tt 
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Ltzii i r>z*%W\ii/ yMJV-i K Rb .Xtt*©ttWH&& y- 

Ct4&©^a)S^4^ft5f:i&0 U - Mb£t>2: LT©^ -P* KRbiX 
li*©ftH*g$f©&fflx &tfx Hfl£ftafflf^tt#ilMBfilgffl&&#-r*ft: 

a© y - Hfls^*fc ixoy>t;^^ HRb ixtt*©ft»s«©«ffltn-r 

'*e»Cx #&Wiix tt£IBttXtt#ll&tt©]flttK J:*^©*^ ftLBXIi 
iSfcffl IS to ©y >t;t^ FRb.H< fcfc-*©ftWg»X 

tt««*©ri**tt©*i»x ffiBxttftft/sigjii&jiKttk ttujiiaxtt* 

§S*fi$©ft«©IHb^B&x ftkBXIift*JBI£X1Ij£ttx ^ijJf>HDt^ he 
7#Hv7Xli7* h-5'X««fi^*»Jtv***;fcto©EJiifflJ«»x 
^©Hft^B6x J&BXtt&lRfflEl£f&j£ttx Stf, BBiS©^IWx $4fiX«:r3$ffl 
*fcto©5>>-fe>' KR b i* L < l±*©ttBfg*Xtt*il 

e»©tt©«fflcHt*o 

*fSW©E3llftJSE«l±x v >-b y -tf-f FRbiH< tt * © ftlllJ Xtt * ft £ 

©**fiM-e£* i/T*t**©##i[u^. *ftm©BJiittj&ttti:x t» 

Kfctt#*ttK«^4£©#«PiS^^»©*©j&«#i; LV^o «fc »>l¥IIIfcl±x * 

i?)fi)EIffl)Sili, >-te y -y--f FRb,H< J± ^ © ttiiMf5Xli ^ ft e>©i& 

*fcx *«Wttx 2? > -te -f h*R b .fc L< tt*©ttWffi»Xtt*iie>©JSS 
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r b iXtt-?©ttW£«g&#giittx &#«»*©£«£ zz&mco^ffi, aigx 

§ S d £ £tl{tt1-3 &©T-& ?>o 5; y h* R b .©&¥$£©-&£ 

i^em lt 7-n h*-7>.yy£MLfc©*>£, ftit©i8!#!gs&£iiiR-f -5 c i: *> mm 
-£$>Z>o $6C, ^Vt^-f KRb.t u < li J e©ftW81ll©*wa■ ; F*ElJ£■r 
• ft ©§a$8£ lite tit-t^o 

yit-r h'Rbitt, *&ffl£ (Shibata S. et al., Economic and medicin 

al Plant research, World Scientific, Philadelphia, pp 217-284, 1985) ©# 

#n,§*^ r ;i,££ *)fil^£ftT (Kawashima Y. and SamukawaK., J. Med. 
Pharmacol. Soc. Wakan-Yaku, 3, 235-236, 1986) „ 
*%WQ> y>-b; tf-f HRb .l±ilg|© * © ft * S C i; * T* § -5 
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*%W(DiS>-b ; K R b .©jtgtt, ftmW- 1 0 — 365560 ^RVP C 
T/JP99/02550 ( ? V J V 4 Y B.h ifr 6 % *H«l£Xtt#fIIIIB 
&mMj ) T-miitZtitzZ t £ L < , J: D JlftttCti:* IIBftttS 

Itflng/ralttT, Klil pg/mlttTv iDJfiKtt 1 0 0 f 

ait<Dii£ftttii£tf i ~ i o o f g/miggt-is^ftis^f f»nj 0 

1 0 — 365560^, PCT/JP 9 9 /0 2 5 5 0 , ft* rj; 

k r b *K«iiBxtt#iiiMtt&8fflj ) . 

m@*. v>mmmm. 7k»>**l u*v-a, Ei&Aftf^cigffi vtz 

v*. Sfc, K R b ,©<b^$jg©-g|5£t£g|> LT^d K5*y£f|Jj« 

-f K R b i©*8S3Sfc:nX f^Hb U7D H 7 y flwJfiii&g3P , !£ilSi* 
Ltofc©^. rtHiS^;*^7-H£TiD*##L"tKrt^©5>>-fe>' v-f FRb J 

M¥l 0-3 6 5 5 6 O^lIfP CT/JP 9 9/02550 { r ¥ y * J 
KRb i*£&*HJHJ&3lfc]:ttl£ffll3ftiIfflj ) HSiES ftfc r i: <, v>-tr 
KRb ^iilrtS^T-igll^l^^jlf® l/4ggC^-I/|^t, 
tip^^Bg^^Sdite^MtlB c 1 - x L^^Ji^i: & ft 

u ffia©#*isfflfl§£#^-r 3 &©-£•& t> , • is&#©iKftiE (m& • m 
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«#k:»lt*v ttig&mmt LT#ijffl-r-5c i:#T-t-5o juiie^* 

H££ti£& 1 /4H£C|g/|\*- 6r#C*il*H2S (ischemic pen 

umbra) T*afc& • M'J> L fc jkSIH * li KiEIBtt* C * 4 d #T § § . fto 

t> *f B^0y>ty^-f KRb,li, Bcl-x S CD 6 IF 

Mft5»fcKS^5Ci:i«llfif*n5. c © £ ? (; N KftS£l£ffc0lltJKrtJS! 
4Ci0, attJWffl^fc l * B S££t*-t «H1££ft&£ 4 1 m 

g£ £ -elB/J\« L&bZib&yot LTli, y>-tyif^ KRb i# AKsfe±«4fl©* 
© ?>ft3o ftoT, 4>&^>-fe y tf-f h R b it> b < i± -toft ME** U - 

3fc*8i&MBlg£x Efl^&Jfo&ifo^&x 6B£&llrlK«4ki£x H'^-^x J - 
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©««t J: 3tff*a 6 JfJS#©Q 0 L (4rS©K, Qualit 

y of Life) £ #> 3 Z £ 1$M'& £ ft -5 o 3 /^x HI ¥10 — 365560^ 
SVPCT/JP 9 9 / 0 2 5 5 0 ( ry>-tyiJ-^ b'Rb & § MflgXIi 

#£faiBft!i*ij ) teas r t < , tx v-i/xmnm®Mw,w±%)m, 
i&s*effli*T*<fts©T** ^>t;*-f k r b ^^Kz&Mmmmifimmm&cDft 

R b ^Mrtg^tSC i:C<fc STKlftS (#Jft#) ^SlLi^i^SC i: 
#pIf£i:&S 0 £H&il7k (1-3S:to*J6SEi*: (vehicle) ) ©^£&#£ ixfcWfiiS 

* -f * ^ i: li -c s ft 4* o fe o zti^oz tfr<b®mt% t, 
Rb,o#iii?siaitti*±isiffl*0}:%xe,ti5c tot, 4>&s;>-fe 
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cft^H^ Jt§Hfffl£*£ft^£T*fc£o fci:*.««rIH¥ 10 — 3 6 5 5 6 0? 
SVPCT/JP 9 9/0 2 5 5 0 ( ry>tyt^f HRb ifr h ft <5 flg i(S US X li 

yFtMJOA (S N P ) LT^&^ii^©tg##M18{;::^ > -b y 

H R b .*8lBUtft(tgttl:toft <^i^#if , SNPffilS Itif § 
£(*fc»«»fi©*>£ft«ft (l-100f g/ml) © ^ > -fe y-tM K R b i# 
#8 + y>t;t^^f FRb ittiE$%tt&Sgtt<D«|gfc:ti:&g D 

&fc£&^C tiifZlzmSZtiX^Z (Lim J.-H. et al., Neurosci. Res., 28, 
191-200, 1997; Zhang B. et al., J. Stroke Cerebrovasc. Dis., 7, 1-9, 19 
98) o &M6li^>-fe/-tM KRb.^SOvUg/BflilJlrt&AlCcfcoT^ 

AS ft £ fib :g Lft^C J:iaf>nt^5o fc^3A,, *$gBJ3#?>#x ^®©&f|g? 
flCfc^Tx i^spi'^^^FRb Lfc»»fcitSt« < !£g Lfc$g 

1 0 — 3 6 5 5 6 O-Sf&tf P CT/JP9 9/02550 ( ry>t; 
FRb x^^^c^Bw^flaXfiW^^fla^M^Jj ) T* IB® * ftfc Z t < , ^ >-b 

k r b x&tpxmmm&mtii (mca) 7*xmm? ? v {ftm® 3 o o g) 

18 Br 3* 3 ft 8 (flgHTim^llj^) £&#-r3o L^*)*^B^O^>-lzy-b-^ KRb 
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itt, Isl tfiMT-M C A&Xfflm? v h ©^JftHJiiagp (ischemic penumbra) 

RB S 7 * r ) tJJLTIl, lBi60^g* ) L<ttl2^gC-;>-t;t'f 

COi -5 »B, ftfi 6 0 k g© t r-H$4>A#©ftllrt^© 

<*«3fcD"Cf|-»r*fciBSfc»)l. 2mga>*,12mg 

««#T!01Bife!)(Z)fi4iHTtt, «f0lAi***C*i5^ 0. 
1 mgHL #*L<ttlmg£l± x £ !) # £ L < li 1 0 m g &± T- £> -5 „ L*> 
U -8fcl&»©#fij&*JiJDf § tofitftBlfe t) ©&9Mtt&4*#)ft2l>-r 

^^^^ thT-i±, coffla© i / i o eiT"c*aaa&tg*jjj*-rRr*Btt#ifc 

l$ti\ idaofi41i:H*4L<ll*(Dl/l Ofrft 1 / 1 0 0 , 0 0 Ogl® 

«4«s«s?-r* z ttm £ *ftH©gjKttJi&ftfct:iifl;ffldS'j>& < x &4 

M<D±mt LXitfrftt) ZmizTZ Z tt)T:% 1 BifeD 1 gJSIT* 

L < |± 0 . lg£lTt»S, 

fiS^-CfeS^^-fey-y-W KB b .(i-b-tf^ >© H^feO, «»©*iSfc:«fc DSftl 

fbt^c^stg^o *£<H©*«ftg£a/£«tiu 

lt5^ki«T?g % fliao. 01-10mg/ml 4 jfUKttfl. 1 ~ 1 m 
g/m lggl; Ut^tSC t#f#5 0 

*$8i!iifc*tt5i&4»£ftk::&^Tt4s £4)*KiftJKftit& (mca) * 

*K§&2 8BWfcfcfcoT, > ■»: y -f H R b iSIIftA^^aA Life #3* 
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mm® (ischemic penumbra) fcfc 3 B Jfa^ © • 1ft IS • ii& jiff L 

£ • SiitSC kfctft#C5fc#B-i:«£-r**©T?**. 8SJfiim©i?£ • f?*l 
SSSfSJi-f * dfcttx v >-b J h* R b •#$£#£&£©&€©*& 6 

m^&s mm&mmmitm. u^^-m. w im hr 

ttllT- © * ft 2> ibffiMM&m W, PIS 3 o 

SHflSlix t'f HRbiCil^g^Cj;!), £ r ijfll IIS ?E W $fl Ifi? B c 1 

-XiC^l^^LTSISt) 0-3 6 5 5 6 0 f, PCT/JP/0 

2 5 5 0 , ^ftife ^>t;itO-Rb &*KIMSXti:ttflIJll&ftfll 
SI j ) x *©ft£e>CMTJfliS©||£ - ofclSJIIx **tttciffll8§ 

*E£&*i-2> C fc CSt 3o -r&fc>*>x ^ > -tr y t>- -f HRb ili^f tltlttUI© 

^^f i^ 1 P T CA (percutaneous transluminal coronary angioplasty) 
#Hdnftfrt)fcj|*l:jfctLTt, 'J>ft < i: * 2 ^>®mu iftm&H- LXtittofo 

ussfiiau iM^tti&nftijiioi/Miafioiotjiift^ni. **3A,x 

1M H R b LT Stttfx ffl#© : f fttt^ U <ast#i-5. Ufrfcx £ 

ii?>*«ffi<8©«iat J* LTtix ♦HS^jatteffiSiia J8«fcBfifc L < t± © 
1/1 0 j&» 6 1 / 1 0 0, 0 0 0g(E<0i©y>-b>'f^ HRb.-C»«- 

*fcx z. ©i^&ftTJ2& 6 3&iN©(i, jfrg5SSft#T?tt^ < ffltB^j£»M©#> 
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tBtttffcSdfcTJfc*. ^>-fe>'-»HKRb i®ftKl*3&-£fc^ 10 — 36 

5 5 6 0fSVPCT/JP 9 9 / 0 2 5 5 0 ( r^>t;t-f HRbii^SS 

Quality of Life) &#£8!az:o 0 

C©£«>l;:, 1 2~ 1 3 jl&CDStftS H - S P 7 9 h (»1 2 5 0 ~3 

o o g) Ltzo i 2mmz tafimv-j t »m-cm?i i,, 

^KfHigftiHtLfc. ■ftAlft#TTB»*^;fe«t»*KftKfi!t« (MCA) 
%mm • WffiLtzo h'Rb.^MC A&^fflgit&£iji|pJftliRF'3r±A 

t (6//g*fctt6 0//g) , zo'&Tjiv* -m&mx>7*muz 2 8 BBS 

il^Aj^jiA (6/zg/e^fcl4 60/zg/B) Lfeo 

MCA*ra*bfe«JStt» (fljfou > h- □ -;H&fc) i&^05£Lfc 

MCA*&BJS«, &BJ3#5> (R*. ffl*) ©j^SWot (Igase, K. et a 
1., J. Cereb. Blood Flow Metab., 19, 298-306, 1999; Zhang B., et al., J. 
Stroke Cerebrovasc. Dis., 7, 1-9, 1998) 2 M i t 4 M @ ti^ft 4 B F^Tk 
i§8&7^X h fcfSJSU SH-SP?^ K0»Br3 i atE#£fl£Lfc. 

?©^fj|10i:*t. £ 1 2MB<Df£%T'& b , PI£<18li4>l 

§<D8fJfe5, £tz, ^li>POlA9]|i<S^I4lfc7-^©t(?)T'fef), 
S & I? ti 3^*15^ 4S^igzK©^^g# bfc i>(D-£$> *) ^ HH^Wtt 5? >-tr y 
W HRb,S6//g/e^4Ufe*0T-S^ G W tt v > -lr y It FRbiS 

fc« ft M CAIII 2Igh4 31 i©*^^ X ^>-lr;^^ KRb 
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t(D&Kim.XlZ&Z 3 BE b 4 BB(DM,ftlz#^X, J HRb>®Iffl 

it-tt 2iiao 4 B 4 j@i© 3 B 4 B a fc**tfc$Ba&*at#»* 

ttti* SH-S P? y b©7k&SfiC(i&S¥T-#itMli^e>ft&*>ofco 

4MB07k^gS^^ h&7&£. SH-SP?^ h □ 5-;H:tiSf 

S^tfeo l^i&^©S3£J8ffl L*flgJ&g&g*©3*il£i§iJL£o 

*KftH««iii«l***«**iii«l'CHi1 - -5c:i:t«fcO*IHftH«*Jt* (%) 

dcja-^KMSfctt it, *fla&fiMit^*> wit^^^ ix^ to c©*iis& 

fififSJ±*l±Miii8** i:fcSaiUfc*<z>T < fc*#. *©tt*o¥«fi#^> 
-by If f K Rb i»JRrt«4#T?£MJS*ifiE4»© 5 0 XeS*SlM±**iBlT 

#££D^47>©l;gK£i&g/hLfce:i:£&3 0 

ffl 3 0 A{z4a^^7KS-¥ll«SS^. ^30Bt^>-fey-y-^ h* R b > (6 jug 
/ B ) «#K«**©II«I*^1-. 

h * - A tz a<£ t5*tl:ll^FISSLTV^•5©^:jtfLt^ W © 5? > -fe y * 

n T.-C. et al., Acta Neuropathol . , 91, 15-22, 1996) T-fcts 5?>ty*-f H 
R b i©IRISl*jjS-£ (1 Omg/kg/0ifell2 Omg/kg/B) &&Jtaa& 

wts5fliLT*» «3oyoOiiCAi stttttgiiflgLfr&o c fc#-c a*fc*»o 

fee *>*>-feyiM KRbiS^^"*X^ttEF«iCdlilli»Cfi[4b"C** 
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li, Xi-*X ^<D&m (7 0 gm'&) ^e»flit5t, 0. 7 mgfrfc 1 . 4m 

£tz, **««Cffl^fcMCA*^HI»» (USSS? ry h 6 b < liflgg&7 
v h) tt 81 €> C , *^*X * ©-il&Huffia^ifo^T^l'.fc Hilt^^ot 
KD*siCEi^f*f$5. it^t, C0MCA*^Hiilii:tnt, ^ > 
-fey-»M b*Rb .S«AfBIIfti:t*ftft#UTfj»*SL&i:^Kktt, 5> 
>t; tf-f h*R b i'J>*»JRrt^X0#ffltt, Slffitt, 88ftt*«6*C ITUSo 

MC A*^HS»*©KSl*3CifigE^>-fe>'1*-'f H R b i£t±A bT^© 
^J^*m^fcSt*©%^#?) (R*x mt>) 0a«:fcT-fi (Zhang B. et al., J. 
Stroke Cerebrovasc. Dis., 7, 1-9, 1998) x MCA1SIC0. 6/ig/B© 
JBity>tyi^'f h*Rb iSMrt^ftttSA bfci:*©*fc*iitfcHM»± 

©aS^^faia^ni^L^SfeCTifeoto g-fc. 5?>-fey-iMFRb- 
iKgrtift-£fcot\T©Ha»©a&*fc::fe^T x -£©ffe©ffl« ( 6 // g/H x 0. 0 
6//g/0) TMCA*^HS*CJ;>t^'f H R b i* 8S^f*J^#^& A bT 
* t-^fc < KM»±»*tt*6>ix&frofc©TJ % $; > -b / * h'Rb.H^ftfi 

li$fIifeJ:#, *>-by-y-^ k r b ,©H3rtitAi±*©fei*tti:abtB*»» 
**g«cabm*$mu »Mrtis^-^KKrt«#s bfc»^t«±x ha* ant 

tot, y>*yi^'f HRb.CHLtt, *©J&S£l*l&#^IIBigf*l&# 

btx #*««-*©»«• mm&zitz <?»snti^*rj 

to 
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£ t> jfli * t- fct * o tz ti&^tz&bmn±i?>± ; k r b .g^©nsf^ 

fl3li3££ftT£fc ('h^e>s JS£fflA£^ pp213-22K fiBik WiffiJK 

&j££*t) o ft-p"^ *MMMtZ& DEf^¥ 1 0 — 3 6 5 5 6 OWP CT/ 
JP99/02550 (ry>-fey^^KRb £ £ 5 BgiifflflSXfctfliSfiffllH&M 

) tiBM^n^rt < N wmniSL^-zntzi/y*; v-j k r b jtfMfflA^i: 

^t^SB^#?)i±, 71/^7 (bregma) 2 . 8 m m bm&© b ^Jl/ffi ggfr £ 5 

HmJga^ (f >4ry V-J KRb ,i8#fc«t t)«»*nfcHtt«) (MJ5 

@) K£tt*l. 2 7 mm a &fc D ©ifo^S^ £ Alia#I£ r £ £ 4 #© aa^T&SS 

®Lmmn*m^TM%. t (i6i) , Mas^^ga! (itn „ 



& i 





##119 (%) 


(%) 


R b 1 : 6 ix g/B 


7. 0±0. 6 4 


8. 0±0. 5 8 


Rbi : 60a g/B 


8. 3±0. 9 2 


9. 0±0. 5 2 



liANOVA+F i sherCPLSDCtot^Jo il(C^bfcCi:<, Jfll 
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2 8B&f*l0->*>-t/'-y-^ b* R b .MrtiiAfCj; >) x &!hmmm& (ische 
mic penumbra) © * IBS J& ft ifil ^ Ifi #&lfH£ • m$%k£ titz Z tlllotl^o 

7V^v (bregma) 3 . 6 ram® b^l/©/^ 7 -f >$JJt{;:- y ^ 
;u£fe£ifcLx HU^>»H;*iW^^fem0Jc©i5ait (tfifiiff/ttfl! x lOO) $ 
MLfcfcilSx ^>-feyiM KRb vehicle (^S&^tIO &#ftifil 

kli*HAS«S»i:4 UiftfljcrRttiiis, y^t^n'Rb,©! 

JH«K©*Jfn + *0» (ischemic core) t ft ± m& (&mm&) ££t 

zufcmm'&mm («^vpfe) ©ia»«*»^fc. sn7 0Aii&^fl5i&$i©8i 

l£VP&£x £7BBtt£S61fi*ia#itrtLtt*9©;l&{fcVP#-fc x !7|Cliy 

>tytn'Rb, (6o^ g /B) is#fgjfn»i^©m^v p&£, ^n^ti^-fo 

vehicle (MAtt*) r±A*JlilS¥ (I71B) fctt^Tx ^y-b/^-f KRbi 
D fctf x y^^-f Bb i»ixrti8#0 #«©fc*#flffc fc * 

o © jg^<aia a ^ filler «ii*j8M tTv^«±ffi©»ii«ia# (t- 

Kit© 6 S£9ft©ttgttx £3|g&©jg#!$Sflg# (ttgMl&tt) fte>tf£Ttefl@ 

«eiT (tftto^nsix turn ©e*KSfflz:a:*tt*Sjef a cii:fc«t Dx wt 

&©*fjft*S£3l £igc:To *fcx T{SBSfl©}i®lc «fc 0 x R« • «Uttt»t*± 
&©ffiSfr £©#^£I2#j£ijg;L3£4!>x $ (cJSK • fill tt©K Bill? £ttflill£ 
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6fc*, CL©<k -5 &#ftJf ^©^T^l/i: LX, TfiNttC 2 0 gfflff^S 2 0 #fg| 
MO-b>, ^{^.SiRAJfc&Ttx ^ * r ©TfiBBfc 2 0 g©E#£ 2 0 

#H£« ufcft* 3 o»Bi±«sa bT^^^iiicy>t;t^ k r b , ( 1 

2 u g£fcfct6 0 // g) £#lsl&AU *e>£H»K'v5>>-te>'t*-'f KRb. (1 
2 tx g/B Sfcfct 6 0 u g/B) ST^-tf ^SiSE* ^T^T 7 amftfatii* 

(vehicle, l&fr) fc«4bfc. gmMMm. #liiIiBv 1 B g 

fi7SiJ"C\ K©0pen field locomotor scores (Basso, Bettie and B 

resnakan (BBB) scores)* Stan b X Mmmtl ©ti*i £ b it (Basso D.M. et 

al., J. Neurotrauma, 13, 343-359, 1996) 0 fc&fc'Ctt^lB"? v r (jEft^* 
h ) ©BBB scores (BBBXUT) B2 0Sia2 If 

!f§ 8 0Att#i&iI^m 2 BB 5 £18 HBIi#fS«M 

^2BB©^>-b>'1t'f HRbi ( 6 0 // g / B ) t47^*< * n ^ ft ^ b T 
^81At^tri:< > T<£$§Si£ 20"g©JE;b£2 0 frmtkffi £ ftfc£ 
S&Jg2k&-^ * h <iBJJ6 &©#!»$ £M-f 3o bfrbTffiMC 2 0 

g©E2>£ 2 0 #F^H^ bfc©*> IC y>-tyit-fKRb. ( 6 0 // g / B ) 
fi«4t5^ »8HBCiStri:< 2 0»Ctt, iigTlfc©*^^* 5 ^ b < 

#iiit7 0@®BBB^37 (scores) Ct7?KOl»IA*Siftl 
«fl±«^»in!^*iiT* D v K'Sr»*ri£liMa nn-Whitney 

T?»Krt«4bT*»*8&jfc*&s»*tt*e>ftftfr^fco *fc» v;Mh-D- 
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Izm&Ltzifi, f sy±;V4 KRb v h X- fct © J: -5 & ©Iftffl li|g«> £ ft 

fcfrofc, £«Dz:fcfcU FRb.tfttttilfi • WS^^^I^^ i: U T 

>-fe J K R b iOfi#iliv;M K D - ;i/© 4 * «fc *) *tt a*»ca>& < x 

iftjglf&ftfflfc^ LT^ Stmt's « 46 T $ ± ft #f&M ft • # H ft ft & J£ H £ & 

>>1M HRb.H< tt*©ft T3fi*«c#«»«JS*ffffl*«S»-r* 
* © i: gfcft* A 5 . z<DZt&t/ >± h'RbiH< tt^©ttMti##i& 

ft ft • n&KW,fem<Dfz&b(D U - Kfc^fcCfc #3S 
StfSSttx K R b •*#llttft&<z>ttflI!&l8-&&£& fcflJlt 

mUT-$>2>(D-Z, *?y*JV4 KRb e» ft * EHMtf SttftftOigftf • «L 

z.<D£oizi;>±;yj KRb • iiSJiltt& t © 

v>-try-?f F R b . * L < tt * <D tt»£*r £ U - K fll^ft i: U T 3r 
M#fiaft • #*lftft#}SgJi£££/£T- §-&©** &£"fx Vy^JVJ H R b i H 

#ttftftfc*^-CI±. y 'J Tiffllig© 5 'J n'^> K b 

M'ntZ t¥l££tiX^% (Crowe, M. J. et al., Nature Med. 3, 73-76, 199 
7; Emery, E. et al., J. Neurosurg. 89, 911-920, 1998) , 5? > Hr y 1M KR 
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ii, h'Rbi*s^U3"r>FDHt'f h <D T X Y - is Z i> L < & T # h 

«S) ©*R • fc* 6 ft 3. 3 5; > -fe y K 

r b i of&Mto&^-ftmumm? * hc^Tiin &&#-r s t v> -5 

*©MI§ V T*fflBg£^tr) Xtttt&IIIIBftSftffl (Mil 0- 

3 6 5 5 6 0§, PCT/JP 9 9 / 0 2 5 5 0, V^? tl t, £ it > S V 4 Y R 
bifr&&*KfflJBXt*tt1£ll1Bftafiij ) k»n^t, KHUaSftS**;: 2: 

fi^fflS»##e««©-ifc#i*©#fce>-*\ -^if^t7xii (tgg* 

>-kSV4 h'R bift»6&*EI|gfflJiK»H:#ttffie • 4**£^«©ilili8i$&$!li: 4 

*©*a *>r *«*&«©*«£*»* • a&i££*irc fc**»i#$fta. 
%\ e> ft r * t) . »ftffl©fiu&-t'j>fcv*«ie"e* So 

&M m%. $ ft 3 © t a o 

$£0M ( 5> yy-f K R b .#JRrtitA^») 

1 2-1 31»©ttttSH-SP7y h (flg#* I^iSiESI^#7 y K 

^s25o~3oog) ^^fflito nft«tt 1 2 mmz tam&v-j *^t- 
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ft# 6 Vlzmit S E& &%Lt Ltzo mm®(DtilLl±li 2 0 3 . 1 ±6. 9m 

aij^T ftzntzo vkxm&T-emmuz 37 + 0. z'cti^utsH-sp? 

y r©£**K»Kftir« (MC A) £RH • ttfcUifco 

ttUjug/julSfcttO. l/ig//zl)*60jttl(5?>Hr>'^'fKRbii: 
L/T6 0//g$feli6/ig) #leliAl/£, *©&x WSS&T£jI#>fcT;HfS. 

tE*MH$Mlz&x • gilt. & hfr |aU -*tjgE* >7£Gu y >-fey 
h* R b .©^a^^*^^^$Stfc LT £ y>t;^>( FRb. 60/t 
g/B Sfcii 6 // g/B ©ffl«-C£*H»K*» 6 2 8 B F^ft^S A t fc . ft*. 

^ >-b y -b-^r KRb i®Mffi<Dmmi* 0.25^1 m c A^^xm 

mmm 2 (*^is^x h ) 

MCA*^lIt, %W%b (BS^. ffl#) ©£i££ftoT (Igase, K. et a 
1., J. Cereb. Blood Flow Metab., 19, 298-306, 1999; Zhang B., et al., J. 
Stroke Cerebrovasc. Dis., 7, 1-9, 1998) 2 M @ t 4 ji g \Z tx?ti 4 B ^tK 
b fcUffi&L, SH-SP^y h ©liffi^§i£*£*y£ U£» 
fOSS^f lil^t. m 1 0©£ffi!ll± 2 Mi ©*£^T-& »3 x |Hl^ffi!lli4ji 
@©*S5IT-&£o £fcx SI I^Ol^g] (•) fcfc&^M Ltzv * h©fc©T 
G&EP (O) \t^ffi'&, SltSi(0^4S4 L & © T* & D . UHfcEP 
(■) l±^>-fey-y--rKRbi£6/zg/B&-£L£fc©T-ifc'K GEHftHl (□) 
Ii^*>-by9-^ K R b . * 6 0 m g / 0 b * © T? ife * , r-^li¥19i + i 
^^Mt-^^nTiJ >) x $ttt8?4Jr&ti: AN OVA + Fi sher©PLSD£<fc 
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*) > ittSlfSliMann-Whitney Ur^FCiotUS. 

m3 mAiz£miki&7k&5-mmmm. ^ siBi^v^^-f h-Rb. (6^g 
/ h ) js#KM*©ss«s*-r. 

K R b ,«-5-#fc.S^Tfct#!JRSa s 08U 8 'J* £ *i T *J »> * - ©*§SI*j18&t- X h 
Rfcj(mB*^77^>i:aiL» 7vyv (Bregma) 2 . 8mmit© 

v Rb iBmto&z&QWimm&m&mmB. t a t> *» y > * j v << FRb, 

«fc *>%L$iZiMz&&9km®.&OWfim (16 5 H) 1 . 2 7 mm 2 ifc 

6i) , mm** smut (mi) o esiM (ttmw) x^mmoit 
m 5 m\t. 5 //nij?Ba«j^{wi«)*p]i^gs^jgiaa5jfiim©jtomi5««i!^gP 

fi[*^Lfe*©-CJfeDs £15 H©g£J&-CHo fcSS#liMiii««J£J* : III 
*«j£gasn~f&VIJH-Cfc!K ISBflJKiDoisLfcS^liy^t;^^ K 
R b ^^HOtSISIt-S »K » 5 H©K6T«w Lfc«#tt£3Affi*fi4l$© 

IB 6 Hfcfcx SS^Jf S©^ie^gi3<ttJ ; *i^ffi!l^I®&^iajSKlfil^ll$:^ bfc 
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siit, 5 ummmw friz &&z&mmmm&mm&i!B. i g(D®m*Z7rs u ? 

-*l±¥$«±»*KMTJjj«3ft"ti3 *K ilt)!flffattANOVA + F i s h e 
(Bregma) 3 . 6 mm® WObOrt? y -* ytyft lz- y 7, )V 

*6*klx n u c sit* a* j* x 100 s 

MMLtztZZ. HRb iS#^ifep-e vehicle (^S&ig*) 



£ 2 





n 


mmit (%) 






8 


8 6. 4± 8. 1 


10. 1 ± 5 . 5 


Rb l : 6 n g/S 


5 


9 5. 9±3. 3* 


3 0. 6 ±2. 9** 


Rb l : 60^g/H 


8 


9 5. 3 ± 2. 4* 


3 1. 5 ±3. 6** 




8 


9 8. 8±5. 3 


5 8. 5 ±4. 7 



»2hu mm&^mmittu^mm^mmo . o 9 9 mm 2 &tz ^onrnmrnm. 

7 J -^tt¥JS«±*R*SM-C^*iiT* D x &ftfl¥#ri£liMa n n-W 
hitney Uf^McJlotU5. I2iji©*liP<0 . 05 f 
^Ls **liP<0 . 0 1 T-fei) £ i: £^1"o £ £ C, l£]fat|>*C>S (ischemic co 

ve) y zm® mmmm) *%tz>mmmm'&m%. (a^vpg) c 

£^Tfc, vehicle (^S^^tK) aA^itogf C J±^T, ^>-byit'f b'Rbif 

AD-fe>. ^^UzSLZWAfomTX. v y h (DT&mmiz 2 0 g©ff 2 0 

- 28 - 

1NSDOCID: <WO_004860SA1_I_> 



WO 00/48608 PCT/JP99/06804 

^SMStfct^ 3 Ofr&±mMLTii>c>£.XM&Mt Vy+tJV 4 HRb , ( 1 
2 p. g £tzl*6 0 u S) 4#@&AU £ *> ®&m^ V > -fe ^ -f h'Rb, ( 1 
2 // g/H *fctt 6 O/ig/B) *T;Hf ^gjgffitf >7£T 7 B^^^4 

(K$ (vehicle) ) ££-^Lfco Stt&ft&K Hi&MiaB, tllltiBI 
* ?> 7 H B $ 7? v #79 h © - 7 > • 7 4 - ;u K • nut — * — • 

(Open field locomotor scores: Basso, Beattie and Bresnakan (BBB) sco 
res)£f+8H LX Mib&jJ <D1bW t t tz (Basso D.M. et al., J. Neurotrauma, 1 
3, 343-359, 1996) 0 

& 8 ha a 2 n i©£n&ig7k&#^ * msmB&mmmm 

«2eioy>t;t-f K R b 1 (60/zg/B) * r fe, ^ti^ft^LT 

l**. I8IAi:itri:< s TffilSKC2 0 g©E#£ 2 0 #Hiafi £ftfc£ 
S&J£7jc&#^ v r ttW £> C PS T& L^bT(ili9fll32 0 
g®EE#* 2 0 #IHa« Lfc©fcCS? >-feytf>f FRbi (60/ig/H) 

«8BBcstrj:<2ajici4, STRoMiftS^iuai 

#MiiV0B©BBB^D7 (scores) Ct7-v r © SftlS * £ 5£*flJ L 

l^«i±^ip^MT*^^tiT*t)> i&gt/Sflr&liM a nn-Whitney Ur 
*r£«fcoTH3o*t±P<0. 0 1£**{iP<0. 0 0 5 *Sto 

Hffll^ 5 (5>>ty*^ KRbiCtifilOfK-^lR'jai) 

OQOL (£ffi©g. Quality of Life) < £ ft 5 3 . HiiJ© 
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4 hr b ,£*gA LT&®Hmm ( * u - a * fc t±tt* ) ^iuasMm *5 

ftWIfc*-* So f(Dlli:i8C*'tt5y>t;it'f HRb i©iMBfttt*ft# 1 n 
g/m 1 filTx »tb<lil0pg/ml6lT, J: DJf I L < 14 1 0 0 f g/m 
1 W~F kftii^cSfflAfly^-by*^ H R b .igA»£S|g-r Sfc* ^> 

5> > -fc y -f HRb iO»Mf*!«#S«fffl-r 5. 

3JIK0I6 FRb.Cfc3ftKlSfi©^Kr • iS* • 

lng/rall-n, JfiKttl Opg/mlfilT, J; L< H 1 0 0 f g 

/ml J&IT fcfc 3 J; -5 C£*^© ^ >-fe iM KRbilAiSSfiti. 



wfc*#iKttiR*»e>»«[^«*-c©«fiii*jHttrs«*©SHi:ao7:v>4. 

m 1 WT, tflKttl Opg/mlttT$6t»SKttl00f g/m 1 fit 

%mm8 (*j>*;v>( h r b ,t <t^sg§^©^^ 
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zmbtiT&t) x *Uy;i/*^>£n-F1-3CAG©<f) il t IB n ##i S T* & 

fi?t-fe-5U-?>>A>f >f > (mutant huntingtin) £ ji!i^ft&3fc©J£# 

(transfection) "T-Siix HWBtt T# h - ^ ^«#«MJBJEt 
RS&o LfrLx 5. — * > h a > 5^ > 5=" > (mutant huntingtin) ttttBc 1 
-XL*Jg*#IHIIl&fc:3fc*i8£UTi3 < i:, HMia©$E#tt«£££»Jt£iia 
d £#fg£$ft-0^ (Saudou, F. , et al., Cell, 95, 55-66, 1998) o ftoT 
SIfl 0-3 6 5 5 6 0 5SrrPCT/JP 9 9 / 0 2 5 5 0 ( r ? y -fe y -y- 
O'Rb ifrt>&*HMlB3U;*#fI|||£ftaffij ) T-&fE£?>#J|£iJL;fcri:<x 

fc^f nTi££#i^ 0 *fc>||g*iei^©# U 5 (Machedo-Jaseph^x 

dentatorubral-pallidoluysian atrophy 3?) T* t> V > -b ^ 4 FRbiCjSli 

-by^-f KRb »«»«*!©-«:** (SH&ftsW a»£x 8t£#£*Siiiiil&£*i 

3 t&mWLtz t h (#fi 6 0k g t&fe) , $> 3 W\& +H CUKA * t < tt* 
©f&©# ij 40u**>#ifc«ffiLjfcja# (ttfi60kgi:{££) y>ty+>- 

k r b ifejissjstt^ats-r 4 /p* 4 ^ttssi-* * t js#4» t < a & item 

a#*iifci?>-fe>''9-'fh*Rb.i:H*©Jfli'l'«fi*»jtftT?*Si-5fc:s 

filter! 9 (5?>-by it^ KR b ,CJ; -SifiSSS'&ffifi©*!!* • • SUS) 
tt»S!<bgSfi^l5H©7!!JJ&ii>gSME$E (ibl£ia&&&) ©££x <b«lf&©fi 
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il^n-5©-C*, COB c l-xiI6©i'>§i;>tyf KRb iCDg»Mt*lS4 
* L < 0 < ^it&SZ t\z£ t) (&m¥ 1 0-3 6 5 5 6 0 f, 

PCT/JP99/02550, ^?tit> r j; > * y +>- ^ Y R b i1y>t>tjiZmM9& 

ifiSISibflSii i:&Br;*iifcJS# (frB 6 0 k g a^frCJ? 
A b < (±PJiRt*lS-^1- -So S^-fey-t^ Y Rb 0-7nvij 

^&^ffl-r?»ci:^Drtg-tfe§ 0 ifrsas*&»i:i-*5i5iii«go«i#it»frx 
<tt*®i/i03&»&i/i oo, 0 0 0 a l 

us** (Bantu ^ ^EKTajjflis hm, HJfc&t -m&M&ai. 
&&&asm-&myi*&i&t z *©-cfca 0 fSR©iattji8K#»i»«fln!Hu 

*$SW©EliflJ«»fciu j&^©^4 • MJHfghi>oj9rM&®lg • 3&f£ 

mmmrn. mm&mmmib&. mm*&m* 
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5 0 ( r } jy*;v<< Y R b e» %*tt«BXfcJ:#flffllftftB*l j ) £§3®£ft 
X, y>-by*-f KRb.tt'J>fc< 2o©ftffl$flf£^LT, jfiiSKff«£$6 

u^o fefc^B, H4"t*ttejiiL€<z>tt£ • n& • M*£#iiBT-&3#, nm 

©T, «*©W<£a^£ftCoi,*T«*l©EBfcottfci&&±"T, ?©g@4i 
CfHt *#HS»«©-«*ttfc:l4x 'J>& < i: t> -gp&il© * * - 

m & # # * n & a 8 & % £ t a & & © - & % it * # c # n ji ft & © # m & 

-f HRb i©i£M L < li£#&#liffe©SJ©J]g# + (Kt&Jft. * 

*jRTtaj*u -»ttK£ifo$8flo * 5»u c c*©fl!i©H#g£ft©-ifcM (7^ 

flS&£, ttfll$«F) ttt!61-*#8lft|j|©z:»:*tt©«i±&4rt**»i:*ns. 
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ttSttttli#gMC&Ltr&#©fttt£fT&a*>-e\ QOL Qual 
ity of Life) ftM* 3 ©fc® £o © Stoft* „ 

$g®!k i gmzn£. • mm$k*t btbzztiz&t), jff#&tfg&<t#©^&£&# 
m • nmmfemttmzn-Lx. mm j rMmmmiz®% ■ ®mz%w-rz 0 c©i§ 

Tiig*s $iP«3r±JiiL £BB, £#K i»A, #8E«4x STg4, gsg 

#Sffift©«»#3JRT?£3. t£U v>-ty-tJ-Y HRb,Sgp«#»i: LT 
GfifflifSIsSli, y>t/*-f h'#8HS#T-li3&JH#&i; 9 J8i£pT- £&i^©T-, £ 

{ b s t* © # 8? * ffl it 1- s a # & 3 ^ a m ih m -e © m. m * as m t a ta # n v > * y 

^^SB^^ti^HuM©^^^ ft LT, ^©Sttttg*gltJ£gEi£©£i£T-&-5--r.5 
cii:*)T-S3o £tz*%®(Di;>-b; y-j h* R b i*:S5£iPfl;£*jfc©#ftfl;£ft 
JSbfcfc* *»8££*-tffiig©fi-5e»$£Sftr £: « qJ|gT-fe3o $6C, 
M&^ta-SVKD 5. * at? C y>t;it^ h'R b i£n-^-f >^Uf;©^i:, ft 
^©fe-5-iHif8£jl#?bT&J;^o 

Rb ,#*abfcJBfeii$ 0 ^©fl&©&*£fflll$i§ (JffKx lEv ffMx MU r8 

>*;vj YRbxxmtfrmmtzztiz&t) (nm* io-3 6 5 5 6 0 f, 

PCT/JP99/02550, U?ti$> r i> y * ; V J Y Ylh ifr t>ts. Z>mMM 

x&wmmMum®j ) , nmmvmmWim^&mmo fornix® ±zti®m^m 

©/£gS&|fi]±1-3£©£:$]£f£ft-5o isy-tyy-j K R b .lif&ifofflM 
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t^o naifflrj:<, *te*«ja«i±flii©*ttffl8ctt*Tft«c#LTSfei6 

Sft*fiS£-t-&3>©T-. y>t7t-fl'Rb 6 ft £ glUi tf#tt£ft©£JR 

• ^gs • mwizm®zmt t^omna. kr b .#**B#£si8m 

.^ilF^e^tS c i: J: D i^±is^: ttftzmtttZo MAE* (fftto 
(vehicle) ) ©# * * ti ft filSI 5- >y Hi*pt<4%±tf5Ci: 
tf-C*1\ TKCftftSSfctO-C, dfte>©;i *!l Eft 3 iis 
-f HR b i©#B»(^*&JRH:fli5fe±g3a©t»©i:#*.e>*i*. 1^, > -b 

$ • • ft«&$jg#$rMKgs$g£*i3fc©i: 

#?©«tt*t*i*-r**riBfc£*&©£js* Ri^iift^o c©«to{r, *^b^i±, 

i2>M©*>© £ft So 

lhfcfcVK©£E]foSfci:;i«MC A#*&HJS** fc, ^*7)&#ft #*£8IIJi§ 
«M«"CtfJfii*ll«ifl« (ischemic penumbra) © ft $1 SB B§ # £r £ ftT * , JHJtog 

««fi*5EtS* Rlffitti^B < . *06S, M C A*^EflS& 1 * B t> "f ixliSs 

Ma**** <is*t5c ^muagcs. ci © «t o ft*?® ®ffimmm& 
sm^^waisiiit^ft^TVNSo a^ft^e. mc A*^EB*ftt»isrta#-r 
#l¥© 4#© l ggdi^/h* L»a*«a:c:*i*T?aa*ixTv^ft*»ofc. *S8 

WX&Vy* S V-J KRb .©«SSS^^^i>MrtS4* s ^ MCA*^SSt 1 <r 
Eifc*^T#S«£#JS4#©4#©lggfc«/h«Utf>fc©TS C© 3 £ A>£ 
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«ffl«Xtt#ttffl«©«»fc: J:****©*!** jUXttMfilMfeo 
H*lfflClB«©^Kx »*Xtti&*U8IS«iajS*« 

4 . »«««© «^**b#©igh£ 2^x0: s§ 

3 S^iaiS©?^ «LgXI±rS#fflEMffi^^o 

SSt&O&Bf&lJfHwiB®© 1 ?^ &BXttiS*ffl|giiifflJi£*. 

6. jliLff#Hfflifc«Tf&*»:R©«H£5®fcffilR©^KK #LgXI±rS^ffig|g 

7. #g|fl*XI**ttlBtt©£ft£J:*&&tf* **fc*afc©T?**»*:©« 

BB$ 1 ® fclB*©^^ jllilXlil&ifflgllflfiSti. 

8. #«ISI8Xli#liffltt©lB«fc:J:3*£a* s . RSIffeSi*©SIiiiC 
!3$6©^E^ *&BXtti&*fflEa8*aj581&o 

9. #«a*xa:#tt»*©*«fcj:a*sfc#* «tt*«T?fcs»*©«H* 1 

jhsiib*©^!^ «L«x»ia*ffiEai»j5fc«i. 

10. * U df > K ntf-r h ©T* b h —> X«*HS5Efc»8£ 
t§: fcfc.fca*©Tfc3W#©ttl!fB8JBXH:£ 9£C8B*©*I&* JULgXIi 

1 1 . mmft&zmgiM-c&zmmommwi 0 is©^-r *i*»te«© 

1 2. #li]^Mrti£Aii^Xtt^Mf*I«f^iS#ffl^aiT-fe?)K*©^Hm 1 ®~ 

gi 0 jg©^Tn*»cia«©»jRrt«#ffl»ao 

13. ->->-b;f'f h"Rb.H< li^oft^mtjxii^ne©^*^* lt&* 

Jfil m © S 4 X it S ffi 91 * « it * * a tz » © E H IB » o 
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